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WHAT IS O-AIMED IS: 

1. A compound of structural formula I: 




5 or a pharmaceutically acceptable salt thweof ; wherein 
m is 1 or 2; 

each p is independently 0, 1 , or 2; 
each n is independeotly 0, 1, or 2; 

10 Rl is selected from the group consisting of 
hydrogen, 
Ci.8 alkyl, 

(CBDRl2)n-C3.6 cycloalkyl, 

(CHRl2)n-0(CHRl2)aryl, 
15 (CHRl2)n-aryl, and 

(CHRl2)n-heteroaryl; 
in which aryl and heteroaryl are unsubstituted or substituted with one to three groups 
independently selected from RH; and alkyl and cycloalkyl are unsubstituted or substituted with 
one to three groups independently selected from Rl 1 and oxo; 

20 

R3, r4, r5, r6, r7, r8, r9, and RlO are each independently selected from the group consisting 
of 

hydrogen, 
Ci-g alkyl, 
25 (CH2)n-aryl, 

(CH2)nC3-6 cycloalkyl, 
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(CH2)n-heteroaryl, and 
(CH2)n-heterocyclyl; 

in which aryl and heteroaryl are unsubstituted or substituted with one to three groups 
independently selected from RH; and alkyl, cycloallcyl, and heterocyclyl are unsubstituted or 
substituted with one to three groups independently selected from Rl 1 and oxo; 
or R3 and R5 and the carbon atoms to which they are attached form a 5- to 7-membered ring; 
or R3 and r9 and the carbon atoms to which they are attached form a 5- to 7-membered ring; 
or r5 and R7 and the carbon atoms to which they are attached form a 5- to 7-membered ring; 
or R7 and R9 and the carbon atoms to which they are attached form a 5- to 7-membered ring; 

R2 is selected from the group consisting of 
hydrogen, 
C2«6 alkenyl, 
Ci-8 alkyl, 
(CH2)n-aryl, 
(CH2)nC3-6 cycloalkyl, 
(CH2)n-heteroaryl, 
(CH2)n-heterocyclyl, 
(CH2)1-20R12 

(CH2)1-2C02R12 
(CH2)1-2CONR12r12, 

CH2OCH, and 

CH2CHF2; 

in which aryl and heteroaryl are unsubstituted or substituted with one to three groups 
independently selected from RH; and alkyl, cycloalkyl, and heterocyclyl are unsubstituted or 
substituted with one to three groups independently selected from Rl 1 and 0x0; 
or R2 and r3 and the carbonoms to which they are attached form a 5- to 7-membered ring; 
or R3 and r4 and the carbon atom to which they are attached form a 3- to 6-membered 
spirocyclic ring; 

Rll is selected from the group consisting of 
hydrogen, 
Ci-6 alkyl, 
(CH2)n-phenyl, 
(CH2)n-naphthyl, 
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(CH2)n-heteroaiyl, 

(CH2)n-heterocyclyl, 

(CH2)nC3-7 cycloalkyl, 

halogen, 

OR12, 

(CH2)nN(Rl2)2, 
(CH2)nON, 
(CH2)nC02Rl2, 
NO2, 

(CH2)nNRl2S02Rl2, 

(CH2)nS02N(Rl2)2, 

(CH2)nS(0)pRl2, 

(CH2)nNRl2C(0)N(Rl2)2, 

(CH2)nC(0)N(Rl2)2, 

(CH2)nNRl2C(0)Rl2, 

(CH2)nNRl2c02Rl2 

0(CH2)nC(0)N(Rl2)2. 

CF3, 

CH2CF3, 

OCF3, and 

OC3i2CF3; 

wherein phenyl, naphthyl, heteroaiyl, cycloalkyl, and heterocyclyl are unsubstituted or 
substituted with one to three substitueats independently selected from halogen, hydroxy, Ci^ 
alkyl, trifluoromethyl, and C1-4 alkoxy; and wherein any methylene (CH2) carbon atom in Rl 1 
is unsubstituted or substituted with one to two groups independently selected from halogen, 
hydroxy, and C1.4 alkyl; or two substituents when on the same methylene (CH2) carbon atom 
are taken together with the carbon atom to which they are attached to form a cyclopropyl group; 

each R12 is independently selected from the group consisting of 
hydrogen, 
C1.8 alkyl, 
(CH2)n-phenyl, 
(CH2)n-naphthyl, 
(CH2)n-heteroaryl, and 
(CH2)nC3-7 cycloalkyl; 
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wheiein any methylene (CH2) carbon atom in Rl^ is unsubstituted or substitated with one to two 
groups independently selected from halogen, hydroxy, and C1-4 all^l; or two Rl^ groups 

together with the atom to which they are attached form a 5- to 8-membered mono- or hicyclic 
ring system optionally containing an additional heteroatom selected from O, S, and NC1-4 alkyl; 

5 

each R13 is indepaadently selected from the group consisting of 
hydrogen, 
Ci-8 alkyl, 
(CH2)n-aryl, 
10 (CH2)n-heteroaryl, 

(CH2)ii-heterocyclyl, and 
(CH2)nC3-7 cycloalkyl; 

wherein alkyl, aryl, heteroaryl, heterocyclyl, and cycloalkyl are unsubstituted or substituted with 
one to three groups independently selected from halogen, hydroxy, 
15 Ci_3 alkoxy, Ci-3 alkylthio, carboxy, Ci_4 alkyloxycarbonyl, amino, 
Ci-4 alkylamino, and di(C 1-4 alkylamino); 

or two R13 groups together with the atoms to which they are attached form a 5- to 8-membered 
mono- or bi-cyclic ring system optionally containing an additional heteroatom selected from O, 
S, NR12, NBoc, and NCbz; 

20 

X is selected from the group consisting of 
Ci-g alkyl, 

(CH2)nC3-8 cycloalkyl, 
(CH2)n-phenyl, 
25 (CH2)n-naphthyl, 
(CH2)n-heteroaryl, 
(CH2)nheterocyclyl, 
(CH2)nC^N, 
(CH2)nCON(Rl3Rl3), 

30 (CH2)nC02Rl3, 

(CH2)nCORl3, 

(CH2)nNRl3C(0)Rl3, 

(CH2)nNRl3C02Rl3, 

(CH2)nNRl3C(0)N(Rl3)2, 
35 (CH2)nNRl3S02Rl3, 
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(CH2)nS(0)pRl3, 

(CH2)nS02N(Rl3)(Rl3), 

(CH2)nORl3, 

(CH2)nOC(0)Rl3, 

(CH2)nOC(0)ORl3, 

(CH2)nOC(0)N(Rl3)2, 

(CH2)nN(Rl3)(Rl3), and 

(CH2)nNRl3S02N(Rl3)(Rl3); 

wherein phenyl, naphthyl, and heteroaryl ate unsubstituted or substituted with one to three groups 
independently selected from RH; alkyl, cycloalkyl, and heterocyclyl are unsubstituted or 
substituted with one to three groups independently selected from RH and oxo; and wherein any 
methylene (CH2) carbon atom in X is unsubstituted or substituted with one to two groups 
independently selected from halogen, hydroxy, and C1-4 alkyl; and 

Y is selected from the group consisting of 
hydrogen, 
Ci-8 alkyl, 
C2-6 alkenyl, 
(CH2)nC3-8 cycloalkyl, 
(CH2)n-phenyl, 
(CH2)n-naphthyl, 
(CH2)n-h©teroaryl, and 
(CH2)n-heterocyclyl; 

wherein phenyl, naphthyl, and heteroaryl are unsubstituted or substituted with one to three groups 
independently selected from Rl 1; alkyl, cycloalkyl, and heterocyclyl are unsubstituted or 
substituted with one to three groups independently selected from Rl 1 and 0x0; and wherein any 
methylene (CH2) carbon atom in Y is unsubstituted or substituted with one to two groups 
independently selected from halogen, hydroxy, and C1-4 alkyl. 

2. The compound of Claim 1 wherein Rl is CHRl2-aryl, CHR12oCHR12. 
aryl, or CHRl2-heteroaryl wherein aryl and heteroaryl are unsubstituted or substituted with one 
to two groups independently selected from RH. 
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3. The compound of Claim 2 wherein Rl is benzyl, unsubstituted or 
substituted with one or two groups independently selected from halogen, Ci^ alkyl, Ci-4 
alkoxy, CN, CF3, and OCF3, 

5 4. The compound of Claim 3 wherein Rl is 4-chlorobenzyl; 4-fluorobenzyl; 

3,4-difluorobenzyl; 3,5-difluorobenzyl; 2-cyano-4-fluorobenzyl; or4-methoxybenzyL 

5. The compound of Claim 1 wherein R2 is selected from the group 

consisting of 
10 hydrogen, 
C1.8 alkyl, 
CH2-aryl, 
CH2-heteroaryl, 
CH2-heterocyclyl , 
15 CH2C3-6 cycloalkyl, 

CH2CO2RI2, 
CH2CONR12r12, 
CH2ORI2 
CH2C=CH, and 
20 CH2CHF2; 

wherein aryl and heteroaryl are unsubstituted or substituted with one to three groups 
independently selected from RH; and alkyl, cycloalkyl, and heterocyclyl are unsubstituted or 
substituted with one to three groups independently selected from Rl 1 and 0x0. 

25 6. The compound of Claim 5 wherein R2 is hydrogen or C1-4 alkyl. 

7. The compound of Claim 6 wherein R2 is hydrogen. 

8. The compound of Claim 1 wherein X is selected from the group consijsting 
30 of Ci-6 alkyl, (CH2)n-phenyl, (CH2)n-naphthyl, (CH2)n-heteroaryl, (CH2)n-heterocyclyl, 

(CH2)nC(0)N(Rl3)(Rl3), (CH2)nC02Rl3, (CH2)nS(0)pRl3, (CH2)nORl3, 
(CH2)nNRl3C(0)Rl3, and (CH2)nNRl3S02Rl3; wherein phenyl, naphthyl, and heteroaryl are 
unsubstituted or substituted with one to three groups independently selected from RH; alkyl and 
heterocyclyl are unsubstituted or substituted with one to three groups independently selected 
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from Rll and oxo; and the (CH2)n group is unsubstituted or substituted with one to three groups 
independently selected from Rl2, halogen, S(0)pRl2, N0Rl2)2, and ORl2. 

9. The compound of Claim 8 wherein X is selected from the group consisting 
5 of Ci.6 alkyl, (CH2)0-1 -phenyl, (CH2)0-l-heteroaiyl, (CH2)0-l-heterocyclyl, (CH2)0- 

1NHC(0)R13, (CH2)0-lCO2Rl3, and (CH2)0-lC(O)N(Rl3)(Rl3); wherein phenyl and 
heteroaryl are unsubstituted or substituted with one to three groups independently selected from 
Rll; and alkyl and heterocyclyl are unsubstituted or substituted with one to three groups 
independently selected from Rl 1 and oxo. 

10 

10. The compound of Claim 9 wherein heteroaryl is selected from the group 
consisting of pyridyl, pyrazinyl, pyrimidinyl, triazolyl, tetrazolyl, thiadiazolyl, oxadiazolyl, 
pyrazolyl, and imidazolyl. 

15 11. Hie compoxmd of Claim 1 wherein Y is Ci-g alkyl, (CH2)nC3-7 

cycloalkyl, (CH2)n-aryl. (CH2)n-heterocyclyl, or (CH2)n"heteroaryl; wherein aryl and heteroaryl 
are unsubstituted or substituted with one to three groups independently selected from Rl 1; and 
(CH2)n, alkyl, cycloalkyl, and heterocyclyl are unsubstituted or substituted with one to three 
groups independently selected from Rl 1 and oxo. 

20 

12. The compound of Claim 1 1 wherein Y is C3.6 cycloalkyl or Ci-6 alkyl, 
wherein alkyl and cycloalkyl are unsubstituted or substituted with one to three groups 
independently selected from Rl 1 and 0x0. 

25 13. The compound of Claim 12 wherein Y is cyclohexyl or Ci-6 alkyl, 

wherein the cyclohexyl and alkyl groups are unsubstituted or substituted with one to three groups 
independently selected from Rll and 0x0. 

14. The compound of Claim 1 wherein m is 1. 

30 

15. The compound of Claim 1 wherein R3, r4, r5, r6, r7, r8, r9, and RlO 
are each independently hydrogen or C1-4 alkyl; or R3 and R5 and the carbon atoms to which 
they are attached form a 5- to 7-membered ring; or R3 and R9 and the carbon atoms to which 
they are attached form a 5- to 7-membered ring. 

35 
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16. The compound of Claim 15 wherein R3, R4, r5, and R6 are each 
independently hydrogen or Ci^ alkyl, and R7, r8, r9, and RlO are hydrogen. 

17. The compound of Claim 16 wherein R3 and R5 are each independently 
5 hydrogen or Ci-4 alkyl; and R4 and r6 are hydrogen. 

18. The compound of Claim 1 of structural formula 11: 



r5 




wherein m is 1 or 2; 
10 each Rl 1 is independently selected from the group consisting of 

hydrogen, 

halogen, 

cyano, 

C1.4 alkyl, 
15 aUcoxy, 

Ci-4 alkylthio, 

trifluoromethyl, and 

trifluoromethoxy; 

20 R2 is hydrogen or C1-4 alkyl, unsubstituted or substituted with one to three groups independently 
selected from Rl 1 and 0x0; 

R3, r5, r7, and r9 are each independently hydrogen or C1.4 alkyl; or R3 and r5 and the carbon 
atoms to which they are attached form a 5- to 7-membered ring; or R3 and R9 and the carbon- 
25 atoms to which they are attached form a 5- to 7-membered ring; 
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Y is C5-7 cycloalkyl or Ci-6 alkyl, wherein alkyl and cycloalkyl are unsubstituted or substituted 
with one to three groups independently selected from Rl 1 and oxo; and 

5 X is selected from the group consisting of 

O 



O CH3 O o r^O 

^O-^CHg ^O^tBu ^o""^^ 

000 

-^O'^^'^'-^CHa '^O'^^^^CHa -^O^^^^'CHg 
O CH3 O o 

M 

O 00 O CH3 

H H H H ' 

I S ° V 
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f TCH2- 



CHo- 



< I-CH2- 



CH, 



S 



CH3 
z- 



CH2- 



CHg 



N 



< 1-CH2- 

o 



•^-^ O CH3 



N 
H 



N- 



N 
H 



N^CHa 



H 



HpC-N 1 



N 



N- 



HN-^ 



N. 



.6 H3C-<; T HaN-^ T 



r 



O 



HN— 4^ N=( 



N ^ 



H.C-{3 



K,=/ ;n_^ hn-NH HaC-f X 

HaC HN'N.^^^ 

-NH-C(0)CH3 -C(0)N(CH3)2 -C(0)NH-t-Bu 



-NHC(0)tBu; -C(0)NHCH(Et)2; -C(0)NHCHatBu; 



5 



-CHaSCH(CH3)a ; -CHaS(0)CH(CH3)a ; -CHaS(0)2CH(CH3)a ; 
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-CHgCHzNEta ; -CHaSMe ; -CHaSEt ; -CHgSnPr; 

O 






OH 



-C(0)NHCH2CH2N(CH3)2 ; C(0)CH(CH3)2 ; -CHgNHCOtBu; 
-CH20C(0)NMe2; -CH2C(0)NEt2; -CH20C(Me)2C02H; 
-C(0)NHC(Me)2C02Me; -C(0)NHC(Me)2C02H; 

-CH2N(CH3)COtBu; -CH2N(IPr)C0Me; -CH2N(iPr)S02Me; 

C(0)NHC(Me)2CH20Me; C(0)NHC(Me)2CH20H;. -CH2CH2C(Me)20H; 
O y — ^ O . — . o 



-N NH — U-N N-CH3 



-S^rT^NCBz v^^X7 vA^X> 

^ ' ^ H ^ H 

O 9 %^r. . H 



III < f-N. y\ 
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20. The compound of Claim 18 wherein m is 1. 

21. The compound of Claim 18 wherein R3 and R5 are each independently 
hydrogen or Ci-4 alkyl, and R7 and R9 are hydrogen. 

22. The compound of Claim 19 of structural formula HI selected from the 
group consisting of: 




R3 


R5 


R7 


R9 




Me 


Me 


H 


H 


o 


Me 


Me 


H 


H 




Me 


Me 


H 


H 




Me 


Me 


H 


H 




Me 


Me 


H 


H 
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Me 


Me 


H 


H 


O 


Et 


Et 


H 


H 


o 


Ct 


Et 


XT 

Jtl 


TT 

xl 




Et 


Et 


H 


H 




Me 


Me 


H 


H 




Et 


Et 


H 


H 




Me 


Me 


H 


H 




Et 


Et 


TT 


■TT 
±1 




Et 


Et 


H 


H 




Me 


Me 


Me 


Me 


o 


Et 


Et 


H 


H 


o 


Me 


Me 


Me 


Me 


H 

J* M ^ 


Et 


Et 


H 


H 




Me 


Me 


H 


H 
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Et 


Et 


H 


H 




H 


H 


H 


H 


o 


Me 


Me 


H 


H 


n >^ 

o 1 


Me 


Me 


H 


H 




Me 


Mb 


H 


H 


H 

o ^ ^ 


Et 


Et 


H 


H 




Et 


Et 


H 


H 


o ^ ^ 


Me 


Me 


Me 


Me 


o 1 



or a phannaceutically acceptable salt thereof. 

23. The compound of Claim 19 of structural formula IV selected from the 
5 group consisting of: 
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/ — 

o 


=0 0 

(IV) 




X 






|— ^NH 




v 
■s- 


0 


'V 




1 

D1 




■ 

D2 
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1 

D2 


1 


1 

D1 




D2 






o 


— N NH 


o 




Y~^ 


|-N^ ^NH 




|-N NH 


o 


|-N NH 




|— N,^ ^NH 


o 
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5 M MLJ 

1 iM iMn 


o 


|-N NH 


H 

/^^^ 

Ml V" 
o 




H 


|-N NH 


Y"^ 


|-N^ ^NH 


O 


|-N^ ^NH 


o 


y 

|— ^NH 


o 


1 — N NH 




y 

1 — ^NMe 


o 


i K\ 14 






o 


|-N^ ^NH 


o 
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o 


|-N^ ^NH 





or a pharmaceutically acceptable salt thereof. 

24- The compound of Claim 19 of structural formula V selected from the 
S group consisting of: 




(V) 



z 






Rll 


— N NH 


KI 


o 


F 


— N NH 






F 


— N NH 






CI 


— N NH 






CI 
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|— ^NH 






F 


— 




1 


F 


— ^N-Me 




H 

nr ^ 

o 


F 






H 


F 


1 — N / Nn 
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F 


A — \ 
— N V NH 
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|— N V NMe 


/ \ 
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-9* KI ^ 


F 


-N^NH 




H 

Y^ 


CI 








CI 


— tA^NH 




o 


F 


— nA^nh 




o 


CI 



or a pharmaceutically acceptable salt thereof. 

25. The compound of Claim 19 selected from the group consisting of: 
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or a phannaceutically acceptable salt thereof. 

26. A method for the treatment, control, or prevention of disorders, diseases or 
5 conditions responsive to the activation of the melanocortin-4 receptor in a subject in need thereof 

which comprises administering to the subject a therapeutically or prophylactically effective 
amount of a compound according to Claim 1. 

27. A method for the treatment, control, or prevention of obesity in a subject 
10 in need thereof which comprises administering to the subject a therapeutically or prophylactically 

effective amount of a compound according to Claim 1. 

28. A method for the treatment, control, or prevention of diabetes mellitus in a 
subject in need thereof comprising administering to the subject a therapeutically or 

IS prophylactically effective amount of a compound according to Claim 1. 

29. A pharmaceutical composition which comprises a compound of Claim 1 
and a phamiaceutically acceptable carrier. 

20 30. The pharmaceutical composition of Claim 29 further comprising a second 

active ingredient selected from the group consisting of an insulin sensitizer, an insulin mimetic, a 
sulfonylurea, an a-glucosidase inhibitor, an HMG-CoA reductase inhibitor, an anti-obesity 
serotonergic agent, a 33 adrenoreceptor agonist, a neuropeptide Yl or Y5 antagonist, a pancreatic 
lipase inhibitor, and a cannabinoid CBi receptor antagonist or inverse agonist. 

25 
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31. A method of treating diabetes or obesity in a subject in need thereof 
comprising administering to the subject a therapeutically effective amount of a compound of 
Claim 1 in combination with an insulin sensitizer, an insulin mimetic, a sulfonylurea, an a- 
glucosidase inhibitor, an HMG-CoA reductase inhibitor, an anti-obesity serotonergic agent, a pS 
adrenoreceptor agonist, a neuropeptide Yl or Y5 antagonist, a pancreatic lipase inhibitor, or a 
cannabinoid CBi receptor antagonist or inverse agonist. 

32. The compound of Claim 25 which is: 




or a pharmaceutically acceptable salt thereof. 

33. The compoimd of Claim 25 which is: 




or a pharmaceutically acceptable salt thereof. 
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34. The compound of Claim 25 which is: 




or a phamiaceutically acceptable salt thereof. 

35. The compound of Claim 25 which is: 




or a pharmaceutically acceptable salt thereof. 

36. The compound of Claim 25 which is: 
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or a pharmaceutically acceptable salt thereof. 

37. The compound of Claim 25 wherein the phamiaceutically 
5 acceptable salt thereof is the hydrochloric acid salt. 

38. The compound of Claim 25 wherein the pharmaceutically 
acceptable salt diereof is the sulfuric acid salt. 

10 39. The compound of Claim 25 wherein the pharmaceutically 

acceptable salt thereof is the benzenesulfonic acid salt. 

40. A method for the treatment of an obesity-related disorder selected from the 
group consisting of overeating, binge eating, and bulimia, hypertension, diabetes, elevated 

15 plasma insulin concentrations, insulin resistance, dyslipidemias, hyperlipidemia, endometrial, 
breast, prostate and colon cancer, osteoarthritis, obstructive sleep apnea, cholelithiasis, 
gallstones, heart disease, abnormal heart rhythms and arrythmias, myocardial infarction, 
congestive heart failure, coronary heart disease, sudden death, stroke, polycystic ovary disease, 
craniopharyngioma, the Prader-Willi Syndrome, Frohlich's syndrome, GH-deficient subjects, 

20 normal variant short stature. Turner's syndrome, metabolic syndrome, insulin resistance 

syndrome, sexual and reproductive dysfunction, infertility, hypogonadism, hirsutism, obesity- 
related gastro-esophageal reflux, Pickwickian syndrome, cardiovascular disorders, inflammation, 
systemic inflanmaation of the vasculature, arteriosclerosis, hypercholesterolemia, hyperuricaemia, 
lower back pain, gallbladder disease, gout, and kidney cancer, cardiac hypertrophy and left 

25 ventricular hypertrophy, in a manunal in need thereof which comprises administering to the 
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mammal a therapeutically or prophylactically effective amount of a compound according to 
Claim 1. 

41 . A method for the prevention of an obesity-related disorder selected from 
the group consisting of overeating, binge eating, and bulimia, hypertension, diabetes, elevated 
plasma insulin concentrations, insulin resistance, dyslipidemias, hyperlipidemia, endometrial, 
breast, prostate and colon cancer, osteoarthritis, obstructive sleep apnea, cholelithiasis, 
gallstones, heart disease, abnormal heart rhythms and arrythmias, myocardial infarction, 
congestive heart failure, coronary heart disease, sudden death, stroke, polycystic ovary disease, 
craniopharyngioma, the Prader-Willi Syndrome, Frohlich's syndrome, GH-deficient subjects, 
normal variant short stature, Tumer's syndrome, metabolic syndrome, insulin resistance 
syndrome, sexual and reproductive dysfunction, infertility, hypogonadism, hirsutism, obesity- 
related gastro-esophageal reflux, Pickwickian syndrome, cardiovascular disorders, inflanmiation, 
systemic inflammation of the vasculature, arteriosclerosis, hypercholesterolemia, hyperuricaemia, 
lower back pain, gallbladder disease, gout, and kidney cancer, cardiac hypertrophy and left 
ventricular hypertrophy, in a mammal in need thereof which comprises administering to the 
mammal a therapeutically or prophylactically effective amount of a compound according to 
Claim 1. 

42. The pharmaceutical composition of Claim 29 further comprising a second 
active ingredient selected from the group consisting of a melanin-concentrating hormone receptor 
antagonist, a bombesin receptor subtype 3 agonist, a ghrelin receptor antagonist, and a dipeptidyl 
peptidase IV inhibitor. 

43. A method of treating diabetes or obesity in a mammal in need 
thereof comprising administering to the mammal a therapeutically effective amount of a 
compound of Claim 1 in combination with a melanin-concentrating hormone receptor antagonist, 
a bombesin receptor subtype 3 agonist, a ghrelin receptor antagonist or a dipeptidyl peptidase IV 
inhibitor. 

44. The use of a compound according to Claim 1 for the manufacture of a 
medicament useful for the treatment or prevention of a disease mediated by the melanocortin-4 
receptor in a human subject in need thereof. 
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45. The use according to Claim 43 wherein the disease mediated by the 
melanocortin-4 receptor is selected from the group consisting of obesity, and diabetes. 

46. The use of a compound according to Claim 1 for the manufacture of a 

5 medicament useful for the treatment or prevention of an obesity-related disorder selected from 
the group consisting of overeating, binge eating, and bulimia, hypertension, diabetes, elevated 
plasma insulin concentrations, insulin resistance, dyslipidemias, hyperlipidemia, endometrial, 
breast, prostate and colon cancer, osteoarthritis, obstructive sleep apnea, cholelithiasis, 
gallstones, heart disease, abnormal heart rhythms and arrythmias, myocardial infarction, 

10 congestive heart failure, coronary heart disease, sudden death, stroke, polycystic ovary disease, 
craniopharyngioma, the Prader-Willi Syndrome, Frohlich's syndrome, GH-deficient subjects, 
normal variant short stature. Turner's syndrome, metabolic syndrome, insulin resistance 
syndrome, sexual and reproductive dysftinction, infertility, hypogonadism, hirsutism, obesity- 
related gastro-esophageal reflux, Pickwickian syndrome, cardiovascular disorders, inflanmiation, 

15 systemic inflammation of the vasculature, arteriosclerosis, hypercholesterolemia, hyperuricaemia, 
lower back pain, gallbladder disease, gout, and kidney cancer, cardiac hypertrophy and left 
ventricular hypertrophy. 
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